**What was known?**

Biphasic amyloidosis is coexistence of macular and lichen amyloidosis.Familial forms of primary localized cutaneous amyloidosis are rare and highlight the importance of genetic factors in the disease.Bullous lesions in amyloidosis are extremely rare, usually associated multiorgan involvement.

Introduction {#sec1-1}
============

Lichen amyloidosis (LA) is a chronic pruritic skin disorder characterized by the deposition of amyloid in the papillary dermis. Macular and LA are clinical variants of primary localized cutaneous amyloidosis (PLCA). Biphasic manifestation is not common.\[[@ref1]\] Bullous variant of LA is extremely rare and is usually associated with multiorgan involvement.\[[@ref2][@ref3]\] Most cases are sporadic, but approximately 10% of cases may be familial.\[[@ref4]\] It is important to screen for systemic amyloidosis with the relevant investigations as it can present similarly with blistering eruptions, in which the prognosis would be grave.\[[@ref5]\]

Case Report {#sec1-2}
===========

A 55-year-old male, presented with 10-year history of persistent itchy lesions all over the body. Physical examination revealed the presence of multiple, discrete waxy papules on an erythematous base on the lower back, thighs, legs and few on the arms. Irregular, reddish-brown, lace-like macules were seen on the outer surface of the arms, back of the neck and around the knees. Erosions and vesicles with hyperkeratosis were intermingled with the lesions on the extremities \[[Figure 1](#F1){ref-type="fig"}\]. No oral lesions were present. There was no other medical history of note. There was no clinical evidence of systemic infiltration such as organomegaly or macroglossia.

![(a) Multiple, discrete, waxy papules on an erythematous base on the leg, with few vesicles. (b) Irregular, reddish-brown, lace-like macules on the arm](IJD-60-105c-g001){#F1}

 {#sec2-1}

### Investigations {#sec3-1}

Complete blood count (hemoglobin - 12.6 g%, white blood cell - 5200 cell/cumm and platelets - 1.8 lakhs), liver function tests (serum glutamic oxaloacetic transaminase - 30 U/L, serum glutamic pyruvic transaminase - 35 U/L, total bilirubin - 0.6 mg/dl and total protein - 5.4), serum creatinine - 0.7 mg/dl, urine Bence Jones proteins - absent and protein electrophoresis - no abnormality and electrocardiogram - normal; thus, confirming a lack of systemic involvement.

A strong family history was obtained. Both of his parents, one sister, two brothers and two of his father\'s brothers had a history of similar lesions. Eight members of the same family were affected \[[Figure 2](#F2){ref-type="fig"}\].

![Pedigree chart: Eight members of the same family were affected. Blue square-male affected, blue circle-female affected, white circle-female unaffected, M: Mother, F: Father, Pt: Patient](IJD-60-105c-g002){#F2}

Histopathologic examination of skin biopsy specimens showed a subepidermal blister with irregular acanthosis and hyperkeratosis of the overlying epidermis. A few eosinophils were found in the blister. Deposits of eosinophilic, homogenous amyloid were visible in the dermal papillae, which were confirmed on Congo red staining. The deposits were not seen around blood vessels or adnexal structures \[[Figure 3](#F3){ref-type="fig"}\].

![(a and b) Subepidermal blister with deposits of eosinophilic, homogenous amyloid (arrows) in the dermal papillae (H and E, ×100). (c) Amyloid in dermal papilla (Congo red stain, ×400)](IJD-60-105c-g003){#F3}

Hence, it was concluded as a rare case of bullous variant of familial biphasic LA. Potent topical steroid had a mild effect on trunk lesions, although lesions on the extremities responded poorly.

Discussion {#sec1-3}
==========

PLCA is, by definition, amyloid deposition limited to the skin and not associated with underlying systemic illness.\[[@ref6][@ref7]\] This is more commonly observed in Asians, South Americans and Middle Easterners, with the Chinese being especially pre-disposed.\[[@ref7][@ref8]\] There are four main types of primary cutaneous amyloidosis with distinctive clinical features: LA, macular amyloidosis, nodular amyloidosis and amyloidosis cutis dyschromica. Atypical variants include (a) familial form, (b) bullous form, (c) diffuse biphasic amyloidosis and (d) poikilodermic amyloidosis.\[[@ref9]\] Concurrent LA and macular amyloidosis in the same patient are termed as biphasic amyloidosis. Unlike nodular amyloidosis, amyloid deposits in all these variants do not involve the whole span of the dermis and cases of progression to systemic amyloidosis have not been reported.\[[@ref9]\] In cutaneous amyloidosis, amyloid precipitates can be found in the papillary dermis. In contrast, in systemic amyloidoses with cutaneous involvement, subpapillary layers (stratum reticulare, subcutis), dermal appendages, and blood vessels may also be involved.\[[@ref8][@ref10]\] Amyloid globules can usually be visualized by light microscopy but are enhanced by crystal violet, thioflavin S, or Congo red stains. Under polarized light microscopy, amyloid stained with Congo red assumes apple-green birefringence. On electron microscopy amyloid appears as haphazard and wavy 6-10 nm non-branching filaments.\[[@ref6]\]

The notion is that LA and macular amyloidosis are likely to be different manifestations of the same underlying pathologic process.\[[@ref6]\] The pathogenesis of LA includes friction, genetic pre-disposition and environmental factors. Recent studies show that chronic scratching and Epstein-Barr virus infection is responsible for the formation of LA.\[[@ref11]\] Although the exact mechanism in which bullae are formed remains unknown, trauma or rubbing of her hands and feet appears to act as the localized precipitating factor of blister formation in bullous amyloidosis.\[[@ref2]\] An increasing number of reports in the literature that associate PLCA with various autoimmune/immune disorders suggest that underlying immune-mediated factors may be implicated.\[[@ref12]\] It may be associated with progressive systemic sclerosis, systemic lupus erythematosus, primary biliary cirrhosis, Sjogren\'s syndrome, diabetes mellitus other systemic diseases.\[[@ref1]\]

Case reports on familial amyloidosis mainly originate from South America, Taiwan, and Southeast Asia. In Caucasians, hereditary cutaneous amyloidosis are very rare and, up to now, only few family trees have been reported.\[[@ref8][@ref13][@ref14]\] In 2006, Lee *et al*., reported on a genome-wide screening of Taiwanese families and found evidence for a susceptibility locus on chromosome 5 (5p13.1-q11.2).\[[@ref15]\] Mutations of the oncostatin M receptor gene (chromosome 5p13.1) have been detected in three families with amyloidosis and in a Caucasian family with three cases of familial primary cutaneous amyloidosis.\[[@ref16]\] Mutations in the interleukin-31 (IL-31) receptor A (IL-31RA) gene encoded on chromosome 5p, is also recently discovered in Taiwanese families with primary familial cutaneous amyloidosis.\[[@ref8][@ref17]\] Familial PLCA shows autosomal dominant inheritance, but there is clinical and genetic heterogeneity and variable clinical penetrance.\[[@ref4]\]

Besides the typical features of a classic LA, our case showed bullous lesions histologically demonstrating subepidermal blisters. Due to marked hyperkeratosis, some bullous lesions were not very distinct clinically. However, histological studies clearly demonstrated amyloid deposits and a subepidermal blister.

Although, bullous amyloidosis has been reported in systemic amyloidosis, bullous lesions associated with LA are very rare.\[[@ref2]\] Almost all cases, previously described as bullous amyloidosis are systemic amyloidosis. So far, only eight cases without systemic involvement have been reported.\[[@ref5][@ref2][@ref18][@ref19][@ref20][@ref21][@ref22][@ref23]\] It is important to screen for systemic amyloidosis with the relevant investigations as it can present similarly with blistering eruptions, in which the prognosis would be grave.\[[@ref5]\]

Treatment of cutaneous amyloidosis usually yields disappointing results. Most cases can be treated with strong topical corticosteroids, normally for a short period. Calcipotriol or phototherapy is of limited use. Pigmentation has been reported to improve with topical use of dimethyl sulfoxide.\[[@ref1]\] Encouraging results were reported with the use of Q-switched Nd: YAG laser (1064-532 nm), without any side-effects, patients tolerating the pain of the laser treatment well.\[[@ref1]\] Scraping with the scalpel removes the epidermis and deposits of amyloid in the dermis. This easy, quick and simple technic has been described and used to remove the lesions in nine patients where they healed without complications with acceptable to good aesthetic results.\[[@ref24]\]

Conclusion {#sec1-4}
==========

Our case report reveals that eight members within two generations of the same family were involved. This case is reported for its rare combination of three unusual or an extremely rare presentations occurring in a single case that is a case of Primary cutaneous localized amyloidosis, which is familial a bullous variant and has a biphasic presentation.

It also highlights the need for further studies to elucidate the etiopathogenesis of posterior cerebral artery with a view to finding effective treatment for this type of cutaneous amyloidosis.

**What is new?**

An extremely rare and unique presentation: A familial, biphasic, bullous variant of LA.
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